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It’s now cheaper to print color figures in KI
Have you been concerned in the past about the cost of print-
ing color figures in Kidney International (KI)? KI has listened 
to your concerns and is now offering permanently reduced 
pricing for color figures—a flat fee of $500 per printed page, 
no matter how many color figures are on a page. This pricing 
is more affordable for authors and competitive with other top 
scientific journals. We want to make it easier for authors to 
publish the color figures that demonstrate important scien-
tific findings, and our new pricing reflects our commitment to 
achieving this goal.
administration. These studies demonstrate 
that suppressor Treg cells directly affect the 
outcome of nephrotoxicity in response to 
cisplatin, although the mechanism remains 
undetermined. See page 1100.
Tenofovir 
nephrotoxicity
Tenofovir is a nucleotide analog and a 
potent antiretroviral agent heavily used in 
the treatment of HIV. Tenofovir is trans-
ported by several ABC transport proteins, 
some of which are expressed in the kidney. 
Strong evidence suggests that tenofovir is 
nephrotoxic, and the syndrome of its tox-
icity is presented in excellent detail in this 
issue by Herlitz et al. They examined 13 
patients with toxicity following long-term 
use of tenofovir and found that more than 
half had acute kidney injury, while the oth-
ers had significant proteinuria, though 
not in the nephrotic range. Interestingly, 
half of the patients had glycosuria without 
hyperglycemia, and the expression of the 
ABC transport proteins suggested that the 
proximal tubule was the site of injury. Renal 
Suppressor Treg 
cells in cisplatin 
nephrotoxicity
Cisplatin nephrotoxicity is mediated in 
model animals by CD4+ T cells. The subset 
CD4+CD25+ (CD4+CD25+ Treg) has broad 
suppressive effects on many different cell 
types, and Lee et al. investigated whether 
they protect the kidney from cisplatin 
administration in nu/nu mice. When cispla-
tin was administered to these mice lacking 
mature T cells, their renal failure and sur-
vival were improved compared with those 
of wild-type mice. When these suppressor 
Treg cells were adoptively transferred to 
these nu/nu mice, macrophages did not 
accumulate to the same degree as with the 
same procedure in wild-type mice. Infusion 
of CD4+CD25+ Treg cells into wild-type 
mice reduced serum blood urea nitrogen 
and creatinine levels to those seen in nu/
nu mice and extended their survival time 
following cisplatin injection. Depletion of 
CD4+CD25+ Treg cells in wild-type mice 
exacerbated kidney injury after cisplatin 
biopsy revealed acute tubular necrosis with 
distinctive proximal tubular eosinophilic 
inclusions representing giant mitochon-
dria visible by light microscopy. Follow-up 
after cessation of therapy showed that most 
patients’ renal function improved, includ-
ing that of patients who required transient 
dialysis. See page 1171.
Klotho regulates 
parathyroid hormone 
secretion in secondary 
hyperparathyroidism
The discovery of the klotho/fibroblast 
growth factor-23 (FGF23) pathway has 
revolutionized our understanding of min-
eral metabolism. FGF23 inhibits inorganic 
phosphate (Pi) reabsorption in the kidney, 
but klotho is necessary to activate its recep-
tor FGFR1 IIC. This pathway was found to 
suppress parathyroid hormone (PTH) secre-
tion, but its role in renal failure has not been 
clear. To investigate, Hofman-Bang et al. 
produced a uremic rat model (5/6 nephrec-
tomy). Klotho was highly expressed in the 
parathyroids of these hyperphosphatemic 
animals, whereas those with milder chronic 
kidney disease with normal serum Pi showed 
no enhancement. Serum Pi increased when 
these rats were given calcitriol, but klotho 
was suppressed in this model of severe sec-
ondary hyperparathyroidism. These studies 
suggest that parathyroid gland klotho may 
increase PTH secretion in secondary hyper-
parathyroidism. See page 1119.
